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L2 8 S LI 
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Cbl Hy2 
Gl C,0,S,N 
G2 [@1] , [@2] 



Structure attributes must be viewed using STN Express query preparation. 



C: \Program Files\Stnexp\Queries\l0551933-amended. str 




chain nodes : 

19 20 26 
ring nodes : 

123456789 10 11 
ring bonds : 

1-2 1-5 2-3 3-4 4-5 4-6 5-9 

12-13 
exact/norm bonds : 

1-2 1-5 2-3 3-4 4-5 4-6 5-9 

12-13 

isolated ring systems : 
containing 1 : 

01:0,0, S,N 
G2 : [*1] , [*2] 
Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 11: Atom 
12: Atom 13: Atom 15: CLASS 16: CLASS 19: Atom 20: Atom 26: CLASS 27: CLASS 
Generic attributes : 
19: 

Saturation : Unsaturated 

Number of Carbon Atoms : less than 7 
Type of Ring System : Monocyclic 
20: 



12 13 15 16 

6-7 7-8 7-10 8-9 8-13 10-11 10-15 10-16 11-12 
6-7 7-8 7-10 8-9 8-13 10-11 10-15 10-16 11-12 



Saturation 

Number of Carbon Atoms 
Number of Hetero Atoms 
Type of Ring System 

Element Count : 

Node 19: Limited 
C, C6 

Node 20: Limited 
C, C5 
N,N1 



Unsaturated 
less than 7 
Exactly 1 
Monocyclic 
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TI Preparation of selective spirocyclic glucocorticoid receptor modulators 
IN Ali, Amjad; Balkovec, James M. ; Beresis, Richard; Colletti, Steven L. ; 

Graham, Donald W.; Patel, Gool F. ; Smith, Cameron J. 
PA Merck & Co . , Inc., USA 
SO PCT Int. Appl., 2 01 pp. 
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DT Patent 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds . I [Ring A = carbocyclyl or heterocyclyl ; m = 0-3; n = 0-2; 
Rl = (un) substituted-alkyl, -alkenyl, -alkynyl, -cycloalkyl, etc.; R2 and 
R3 independently = H, halo, alkyl, aryl, etc.; R4 = OH, C02H, 
(un) substituted-alkyl, -Ph, etc.] , as well as their pharmaceutical^ 
acceptable salts or hydrates thereof, are prepared and disclosed as 
selective glucocorticoid receptor ligands for treating a variety of 
autoimmune and inflammatory diseases or conditions. Thus, e.g., II was 
prepared via spirocyclization of III (preparation given) with Et 
a-bromomethyl acrylate . In human glucocorticoid receptor assays, I 
demonstrated a range of GR affinity with IC50 values between 10 jaM and 
1 nM. Pharmaceutical compns . and methods of use are also included. 
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ANSWER 1 OP 
2005:461153 
143:125827 

Novel ketal Uganda for the glucocorticoid receptor: in vitro and in vivo 
activity 
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CO DEN: BH CLE B ; ISSN: 0960- 894X 

Elsevier B.V. 
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IT 766708-45-0? 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study)) PREP 
(Preparation); uses (Uses) 

(novel ketal ligands for glucocorticoid receptor and in vitro and in 

vivo activity) 

RN 786708-45-0 CAPLUS 

CN spirolcyclopent (f J indazole-5 (1H) , 2 ' - [ l , 3 ] dioxolane) , 4 ' , 5' -diethyl -l- (4- 
f luorophenyl) -4,4a.6,7-tetrahydro-4a-methyl-. stereoisomer (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Bt Bt 




AB A novel series of selective ligands for the human glucocorticoid receptor is 
described, structure-activity studies focused on variation of B-ring size, 
ketal ring size, and ketal substitution. These analogs were found to be 
potent and selective ligands for GR and have partial agonist profiles in 
functional assays for transactivation (TAT, GS) and trans repress ion (IL-6) . 
Of these compds., three were evaluated further in a mouse LPS- induced TNP-a 
secretion model. Compound (I) had an EDS0 of 14.1 mg/kg compared with 0.5 
mg/kg for prednisolone in the same assay. 

IT 76S?0n-C<;-3 

RL ; PAC (Pharmacological activity); PKT (Pharmacokinetics); RCT 
(Reactant); THU (Therapeutic use); BIOL (Biological study); RACT (Reactant 
or reagent) ; USES (Uses) 

(novel ketal ligands for glucocorticoid receptor and in vitro and in 

vivo activity) 

RN 7 86708-06-3 CAPLUS 

CN Spirofcyclopent (f 1 indazole-5 (1H) ,2'- (1, 3) dioxolane) , 4 • . 5 ■ -diethenyl- 1- (4- 
f luorophenyl) -4 , 4a, 6, 7-tetrahydro-4a-methyl- , (4'R, 4aS,5'R) - (CA INDEX 
NAME) 

Absolute stereochemistry. 



IT 706703-33-6 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(novel ketal ligands for glucocorticoid receptor and in vitro and in 
vivo activity) 
RN 786708-33-6 CAPLUS 

cn spirolcyclopent [f } indazole-5 <1H) ,2' - (l , 3)dioxane) , l- (4- f luorophenyl > - 
4.4a.6.7-tetrahydro-4 , ,4a,6'-trimethyl-, (4*S,4aS,6'S) - (CA index name) 

Absolute stereochemistry. 
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IT 514762-99-1? 736707-55-9P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(novel ketal ligands for glucocorticoid receptor and in vitro and in 
vivo activity) 
RN 614762-99-1 CAPLUS 

CN Spiro (5H-benz If] indazole-5 , 2 ' - [1 , 3) dioxolane] , 1- (4- f luorophenyl) - 
1,4,4a, 6, 7, 8-hexahydro-4a-methyl- , (4aS>- (CA INDEX NAME) 

Absolute stereochemistry. 




10551933 4 of 22 




it ■>ae707-<i5-iv -iHtr>-r?-f>7~:>p "»!;'j707-e8-4p 

SS5371-44-CP S5S;*7i- 51--JF 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(novel ketal ligands for glucocorticoid receptor and in vitro and in 
vivo activity) 
RN 786707-65-1 CAPLUS 

CN Spiro (5H-benz If 1 indazole-5, 2 • - (1 , 3) dioxolane! , 4 ', 5 • -diethyl- 1 - (4- 

fluorophenyl)-l,4,4a,6.7,8-hexahydro-4a-raethyl-. (4 • R, 4aS. 5 • R> - (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 7 86707-55-9 CAPLUS 

CN Spiro ( eye lopent [f } indazole-5 (1H) , 2 ' - [1,3] dioxolane] , 1 - (4- f luorophenyl) - 
4,4a,6,7-tetrahydro-4a-methyl- l (4aS) - (CA INDEX NAME) 

Absolute stereochemistry. 




IT 7867P7-7C-8 

RL i pac (Pharmacological activity); RCT (Reactant); THU (Therapeutic use); 
BIOL (Biological study) ; RACT (Reactant or reagent) ; USES (Uses) 

(novel ketal ligands for glucocorticoid receptor and in vitro and in 
vivo activity) 
RN 7 8 6707-70-8 CAPLUS 

CN Spiro ISH-benz (f] indazole-5 , 2 [l , 3)dioxolane) , 4 • , 5 ■ -diethenyl- 1- (4- 

f luorophenyl) -1,4 ,4a, 6,7, 8- hexahydro- 4a-methyl- , (4 ■ R , 4aS , 5 1 R) - (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 786707-67-3 CAPLUS 

CN Spiro {5H-benz(f 1 indazole- 5, 2 • - [1, 3) dioxolane} , 1- (4- f luorophenyl) - 

l,4,4a, 6, 7, 8 -hexahydro- 4a-methyl -4' , 5 ' -dipropyl- , (4 • R. 4as, 5 ' R) - (CA 

INDEX NAME) 
Absolute stereochemistry. 
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RN 7 B 6707 -68 -4 CAPLUS 

cn SpirolSH-benzlf ) indazole-5, 2' - 1 1,3) dioxolane) , 4 ' , S' -dibutyl-1- (4- 

f luorophenyl) - 1,4 ,4a, 6.7, 8-hexahydro-4a-roethyl- , (4 ' R, 4aS . 5 ( R) - (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 858371-49-0 CAPLUS 

CN Spiro [5H-benz(f I indazole-5 , 2 • - (1 ,3 Jdioxolane) , l- (4- f luorophenyl) - 

1,4, 4a, 6, 7, 8-hexahydro-4a-methyl-4 ' , 5 • -di- 2-propenyl- , (4 ' R, 4as , 5 ' R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN BSB371-S1-4 CAPLUS 

CN Spiro [eye lopent [CI indazole-5 ( 1H> , 2 ' - [1,3] dioxolanel , 1- (4- f luorophenyl) - 
4, 4a, 6 , 7-tetrahydro-4a-methyl-4 ' , 5 ' -di-2- propenyl - , (4 *R,4aS, 5 *R) - (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 




IT 7367C , -7-63-3 736-70 3 - 10- 3 76£709-11-0 
766708-14-3 786706- 15-4 ?5*7<}t»- 1.6-5 
">$470?-17-6 "3670S-15-7 766~0a-li , -S 
7667C9-20-1 7?£708-21-3 7 S-S702- 34 - ? 

7«J7<5i9-iS3-o ?e?62C-00-j 
7P7C-2C-C2-4 7B7c,20-C9-i 787£^0 - 1 0--i 
?S£37l-S4-7 ?SC3-'l-55-3 «?3?i-S~-0 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(novel ketal ligands for glucocorticoid receptor and in vitro and in 
vivo activity) 
RN 786707-63-9 CAPLUS 

CN Spiro{5H-benz(f] indazole-5, 2 • - [1 , 3) dioxolane) , l- (4 - f luorophenyl) - 

1.4,4a, 6,7, B-hexahydro-4 ' ,4a, 5 • -trimethyl- , (4 ■ R. 4aS , 5 ■ R) - (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 786708-10-9 CAPLUS 

CN Spiro [eye lopent [f ] indazole-5 (1H) ,2 • - (1,3 Jdioxolane] , 1- (4- f luorophenyl) - 
4, 4a, 6, 7-tetrahydro-4a-methyl-4 • .5 ' -diphenyl- , (4 'R,4as, 5'R) - (CA INDEX 
NAME) 

Absolute stereochemistry. 



Ph Ph 




RN 786708-11-0 CAPLUS 

CN Spiro [cyclopent (f 1 indazole- 5 (1H) , 2 ■ - [l , 3] dioxolanel , 1- (4- f luorophenyl) - 
4 , 4a, 6, 7- tetrahydro-4 * , 5 ' -bis (methoxymethyl) -4a- methyl-, (4 ' R, 4aS , 5 ' R) - 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 7B670B-14-3 CAPLUS 

cn Spiro (cyclopent [ C) indazole- 5 (1H) , 2 • - (1 , 3] dioxolane] , 4 ' -ethenyl- 1- (4 - 

f luorophenyl) -4 ,4a, 6, 7-tetrahydro-4a-methyl- , (2 *R,4 'S,4aS) - (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 78670B-15-4 CAPLUS 

CN Spiro [cyclopent [ f ] indazole- 5 (1H) ,2 • - [ l , 3] dioxolane) , 4 ' -ethenyl -1- (4- 

f luorophenyl) -4, 4a,6, 7-tetrahydro-4a-methyl- , ( 2 • S, 4 • S , 4aS ) - (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 786708-17-6 CAPLUS 

CN Spiro (cyclopent (f J indazole-5 (1H) , 2 ' - [1,3 Jdioxolane] , 4- -ethenyl- 1- (4- 

fluorophenyl) -4 ,4a, 6 , 7 - tetrahydro- 4a-methyl- , (2 'S , 4 ' R, 4aS) - (CA INDEX 
NAME) 

Absolute stereochemistry . 




RN 78670B-1B-7 CAPLUS 

CN Spiro [cyclopent If) indazole-5 (1H) , 2 • - (1, 3} dioxolane) , 1- (4 -f luorophenyl) - 
4,4a, 6, 7-tetrahydro-4a-methyl-4 • -phenyl- , (2 ■ s, 4 ■ R, 4as> - (CA INDEX NAME) 

Absolute stereochemistry. 



Ph 




RN 786708-16-5 CAPLUS 

CN Spiro (cyclopent (f ] indazole- S (1H) , 2" - [1 , 3) dioxolane} , 4 ' -ethenyl- 1- <4- 

f luorophenyl) -4. 4a, 6, 7- tet rahydro-4a- methyl - , <2'R,4 'R,4aS) - (CA index 
NAME) 

Absolute stereochemistry . 



RN 786708-19-8 CAPLUS 

CN Spiro (cyclopent If 1 indazole-5 (1H) , 2' - (1, 3] dioxolane) , l- (4 - f luorophenyl) - 
4,4a,6,7-tetrahydro-4a-methyl-4 , -phenyl-. <2 • R, 4 ' R. 4aS) - (CA INDEX NAME) 

Absolute stereochemistry. 



« 
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Ph 




RN 706708-20-1 CAPLUS 

CN spiro[cyclopent[f] indazole-5 UH) .2 ■ - |1, 3}dioxolane] , 1- (4- f luorophenyl) - 
4,4a,6,7-tetrahydro-4a-methyl-4'-phenyl- ( (2 'R, 4 'S, 4aS> - (CA INDEX NAME) 

Absolute stereochemistry. 



Ph 




RN 786708-21-2 CAPLUS 

CN Spiro (cyclopenc [f ) indazole- 5 ( 1H) , 2 ' - (l , 3) dioxolane) , 1- (4 -f luorophenyl) - 
4, 4a, 6, 7-tetrahydro-4a-methyl-4 • -phenyl-, (2 "S, 4 -S, 4aS> - (CA INDEX NAME) 

*• 

Absolute stereochemistry. 




RN 78670B-34-7 CAPLUS 

CN Spiro [cyclopent (f ) indazole - 5 ( 1H) , 2 ' - ( 1 , 3 ) dioxane] , 1 - (4- f luorophenyl) 
4.4a,6,7-tetrahydro-4a ( 5 , ,5'-trimethyl-, <4aS) - {CA INDEX NAME) 

Absolute stereochemistry. 
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RN 786708-36-9 CAPLUS 

CN Spiro [cyclopent If ] indazole- 5 (1H) , 2* - (l .3 ) dioxane) . l- 14- f luorophenyl) - 
4,4a,6, 7-tetrahydro-4 ■ ,4 ■ ,4a,6*-tetraoethyl-. (2 'S,4as, 6'R) - (CA index 
NAME) 

Absolute stereochemistry. 



Me 




RN 787619-93-6 CAPLUS 

CN Spiro{5H-benz[f ) indazole-5, 2 ' - (1 , 3] dioxolane) , 1- (4 -f luorophenyl) - 

l,4,4a,6,7,8-hexariydro-4a-methyl-4' , 5 ' -diphenyl - , (4 • R, 4aS. 5 ' R) - (CA 
INDEX NAME) 

Absolute stereochemistry. 



Ph pn 




RN 787620-00-2 CAPLUS 

CN Spiro [5H-benz ( f ) indazole-5, 2 ■- [1, 3]dioxane) , 1- (4- f luorophenyl) - 

l^Ma.e^.B-hexahydro^ 1 ,4a, 6 • -trimethyl- , (4 'R,4aS, 6'R)- (CA INDEX 
NAME) 
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Absolute stereochemistry. 




RN 787620-02-4 CAPLUS 

CN Spiro [cyclopent (f ) indazole-5 (1H) ,2'- [1 , 3] dioxolane] , 1- (4- f luorophenyl) - 
4,4a,6,7-tetrahydro-4 ' ,4a, 5 ' -trimethyl- , (4 ■ R, 4aS. S "R) - (CA INDEX NAME) 

Absolute stereochemistry. 




RN 787620-09-1 CAPLUS 

CN spiro [cyclopent If ) indazole- 5 ( 1H) ,2'- ( l , 3} dioxane] , l- (4- f luorophenyl) - 

4 ,4a, 6, 7-tetrahydro-4 ' ,4a, 6' -trimethyl- . (4 'R.aaS, 6 *R) - (CA INDEX NAME) 

Absolute stereochemistry . 




RN 7 87620-10-4 CAPLUS 

CN Spiro Icyclopent If ) indazole- 5 (1H) .2'- (l , 3] dioxane) , 1- (4- f luorophenyl) - 
4,4a,6,7-tetrahydro-4',4a,6'-trimethyl-, (4 'R,4aS.6*S) - (CA INDEX NAME) 



10551933 1 2 of 22 

Absolute stereochemistry. 

w 




Ke 



RN 8583 71-54-7 CAPLUS 

CN Spiro [cyclopent (f ] indazole-5 (1H) . 2 ' - [l , 3] dioxane) , l- (4- f luorophenyl) - 
4, 4a, 6, 7-tetrahydro-4 • ,4a-dimethyl- , (2 ■ 3,4 *R, 4aS) - (CA INDEX NAME) 

Absolute stereochemistry. 




RN 858371-55-8 CAPLUS 

CN Spiro [cyclopent [f ) indazole- 5 (1H) ,2' - [1, 3) dioxane] , 1- (4- f luorophenyl) - 
4.4a,6,7-tetrahydro-4' ,4a-dimethyl- , (2-R.4 's,4as) - (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN BSB371-57-0 CAPLUS 

CN Spiro Icyclopent If) indazole- 5 (1H) , 2' - (1, 3)dioxane) , l- (4 - f luorophenyl) - 
4,4a,«,7-tetrahydro-4' ,4* ,4a, « ' . 6 • -pentamethyl- , (4aS>- (CA INDEX NAME) 

Absolute stereochemistry. 



10551933 




IT 



RN 
CN 



7 S * 7 ') 6 - OS - 1 P 7 S-j 7 OSr -J 0 • i P 

RL: RCT (Reactant) ; SPN {Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(novel ketal ligands for glucocorticoid receptor and in vitro and in 

vivo activity) 
786708-00-7 CAPLUS 

SpirotSH-benz (f ) indazole-5, 2 ' - (1, 3)dioxane) , 1- (4 - f luorophenyl) - 
l,4,4a,6,7,8-hexahydro-4a-methyl-, (4aS)- <CA INDEX NAME) 



Absolute stereochemistry . 
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DT Patent 
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AB Title C0tnpd3. represented by the formula I (wherein J - NR1 , CR1R2; K ■ NR3, 
CR3R4 ; L » NR5 , CR5R6; X - hydroxy, alkoxy, carbamoyl, etc.; R1-R6 ■ 
independently H, halo, (cyclo) alky 1 , etc.; R7 • H, hydroxy, alkoxy, aryl, 
etc.; RB ■ (cyclo) alky 1 , alkenyl, alkynyl, etc.; R9, R10 ■ independently halo, 
hydroxy, alkyl, alkenyl, alkoxy; n ■ 0-2; and pharmaceutical^ acceptable 
salts or hydrates thereof] were prepared as selective non-steroidal 
glucocorticoid receptor modulators. For example, II was given in a multi- 
steps synthesis starting from l- (4- f luorophenyl) -4 ,4a, 6, 7- tetrahydro-4a- 
methyl-cyclopent I f 1 indazol- 5 ( 1H) -one reacting with phenylethynylmagnesium 
bromide. I showed affinity of glucocorticoid receptor with IC50 values 
between 10 uM and 1 nM. Thus, I and their pharmaceutical compns. are useful 
for the treatment of a variety of autoimmune and inflammatory diseases or 
conditions . 
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Absolute stereochemistry. 
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AB Octahydro- 2-H-naphtho (1 , 2- f J indole- 4 -carboxamide derivs. I (X « co, nhco, 
CONH, NH, CH2NH; R1.R2 - H, alkyl, alkenyl, cycloalkyl, alkoxy, aryl; R3 - 
alkyl, alkoxy, acid, halogen substituted alkyl; R4 - alkyl, alkenyl, 
cycloalkoxy, alkoxy, aryl) were prepared as selective glucocorticoid receptor 
modulators for the treatment of autoimmune and inflammatory conditions. Thus, 
(S) -wieland-Miescher ketone was protected as the ketal using p- toluene 
sulfonic acid and ethylene glyclol and then treated with Et formate to give 
the hydroxymethylene ketal derivative The hydro xyraethylene was dissolved in 
acetic acid and reacted with p- f luorophenyl hydrazine hydrochloride to give 
II. The ketal of II was converted to the ketone using 6N HC1 , and the 
resulting ketone transformed into the triflate. The triflate was treated with 
tributylvinyl tin and PPh3 to give the corresponding coupling product. 
Treatment with ethyl-4,4,4- trif luorocrotonate followed by dropwise addition 
of BC13 gave the target I (Rl - CF3, R2, R3 - H, X - CO. R4 - OEt) , . 
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{preparation of octahydronaphthoindole-4-carboxamlde derive, no selective 
glucocorticoid receptor modulators for the treatnent of autoimmune and 
inflammatory conditions) 
KM 61476:1-99-1 CAPLUS 

CN spiro[SH-benz|f ) indazole-5, 2' - U . 3)dioxolanel . 1- (4 - f luorophenyl ) - 
l,4,4a,6,7,8-hexahydro-4a-methyl-, (4aS)- (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 



RN 
CN 



A novel series of selective ligands for the human glucocorticoid receptor 
(hGR) are described. Preliminary structure-activity relationships were 
focused on substitution at C-l and indicated a preference for 3-, 4-. and 5- 
substituted aromatic and benzyl ic groups. The resulting analogs, e.g., I (R . 
OH, Rl - 3.4 , 5-MeO(P2)C6H2. CH2C6H4F-4], exhibited excellent affinity for hGR 
(IC50 1.9 nM and 2.B nM, resp.) and an interesting partial agonist profile in 
functional assays of transact! vat ion (tyrosine aminotransferase, TAT, and 
glutamine synthetase, GS) and transrepression (IL-6). The most potent compds. 
were I |R < 4-FC6H4, 2-thienyl, Rl ■ OH] . These candidates showed highly 
efficacious IL-6 inhibition vs. dexanethasone. I [R ■ 2-thienyl, Rl ■ OH) was 
evaluated in vivo in the mouse LPS challenge model and showed an EDSO - 4.0 
rag/kg, compared to 0.5 rag/kg for prednisolone in the same assay. 
6i-;762-9?-l? 
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l,4,4a,6,7,S-hexahydro-4a-methyl-, (4aS) - (CA INDEX NAME) 



Absolute stereochemistry. 
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receptor modulators) 
RN 614762-99-1 CAPLUS 

CN Spiro(5H-benz|f}indazole-5,2'- (l , 3] dioxolane) , 1- (4 -f luorophenyl) 
l,4,4a,6,7,8-hexahydro-4a-methyl- , (4aS) - (CA INDEX NAME) 



Absolute stereochemistry. 





CH 2 )n 




II 



AB Benzindazoles I (n - 0-2; J, K, L - (un) substituted CH2, NH; X ■ bond, CO, 
(un) substituted NH, NHCO, l , l-cyclopropanediyl ; Rl, R2 - H, (un) substituted 
alkyl, alkenyl, alkynyl. cycloalkyl, alkoxy, alkylthio, alkylsulf inyl , 
alkylsulfonyl, aryl, aralkyl. heterocyclic, aryloxy, aroyloxy, OH; R3 - H, 
(un) substituted OH, alkyl, aryl, aralkyl; Y - H, (un) substituted OH, SH, 
S(0)H, S02H, CH2 , NH2, S02NH2 , C02H, N02 , acyl , CN, halogen; and the 
carbocyclic rings may be further substituted) were prepared for use as 
selective glucocorticoid receptor ligands for treating a variety of autoimmune 
and inflammatory diseases or conditions (no data). Thus, Wieland-Miescher 
ketone was ketalized, hydroxymethylenated, cyclized with 4 - FC6H4NHNH2 , 
deketalized, treated with Ph3P*CH20Me C1-, and subjected to Grignard reaction 
with 4-FC6H4Mgci to give the benzindazole II. 
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converted to ita 5-ethyleneketal , hydroxyroethylenated, and cyclized with 4 
FC6H4NHNH2 to give the benzindazolone II which had icso of 43 6 nM in a 
glucocorticoid receptor binding test. 
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AB Naphthoheterocycle9 I (A, B, D » c, N, o, S, at least one of A, B, and D being 
N. o, or 3; w . c, o, N, S; Rl - H, (un> subst ituted allcyl, acyl, NH2, C02H, 
aralkyl, CONH2, heterocyclic, CN, halogen; R2, R3 , R5, R6 , R6 • , R7 > h, 
lun) subst ituted alkyl, acyl, alkoxy, NH2 , sulfonyl, sulfinyl, SH, C02H, 
aralkyl, CONH2 . heterocyclic, OH, CN, halogen,- R2 • , R3 1 , R5\ R7 1 , R8 - absent 
or H, (un) substituted alkyl. acyl, NH2, alkoxy, sulfonyl, sulfinyl, SH, 
aralkyl, CONH2, heterocyclic. CN, halogen; R4 - absent or H, (un) substituted 
alkyl, acyl, NH2, C02H, aralkyl, CONH2, heterocyclic, CN, halogen; R9 - absent 
or H, (un) substituted alkyl, alkoxy, NH2, C02H, CN, halogen, o, s, OH,- Rio - 
absent or H, (un) substituted alkyl, acyl, C02H, aralkyl, aryl, cycloalkyl, 
heterocyclic; R2R10 • atoms required to form a ring,- Rll, R12 - H, 
(un) substituted alkyl, acyl, NH2, alkoxy, sulfonyl, sulfinyl, SH, aryl, 
aralkyl, CONH2, heterocyclic, OH, CN, halogen, O, SJ were prepared as non- 
steroidal ligands for the glucocorticoid receptor. They are useful for 
treating or preventing diseases (e.g., obesity, diabetes, depression, 
neurodegeneration of an inflammatory disease) associated with glucocorticoid 
binding to the glucocorticoid receptor. Thus, Hieland-Miescher ketone was 



